Supplemental Figures -Figure S1: Correlation between accuracy measures (backbone RMSD to the reference structure and GDT_TS score) and the DP-score, related to Figure 2.
Supplemental Tables
- Table S1 . Amino acidic sequence of CASD-NMR2010 targets and residue ranges used for structure comparison (ordered residues), related to Table 2 - Table S2 . Structural similarity measures and quality scores for all CASD-NMR and reference structures, related to Figure 1 . Provided separately as an Excel file. -Table S3 . Convergence of the automated structure calculation methods. The convergence of the structures has been calculated as the average pairwise RMSD among the mean conformers of the bundles generated with the selected methods, related to Table 2 . -Table S4 . RMSD (Å) of automatically generated structures to homology models of the PgR122 and VPr247 targets, related to Table 2 . -Table S5 . Correlation (Pearson's coefficient) between RMSD to the reference structure and quality scores, related to Figure 2D . -Table S6 . Confusion matrix and metrics for accuracy prediction on the basis of the DPscore, related to Figure 2D . reference structures are labeled as "Manual". The DP-score ranges from 0.0 to 1.0; it has not been calculated for some CHESHIRE submissions consisting of a single conformer. All other scores are given as Z-scores. The targets are ordered by the time of release, from the oldest (VpR247) to the most recent (CtR69A). Table S6 . Confusion matrix and metrics for accuracy prediction on the basis of the DP-score, related to Figure 2D . The Success of a structure, as defined in Table S1 , is predicted on the basis of the DP-score (also from Table S1), with a cutoff of ≥0.7. The precision becomes 1.00 at a DP-cutoff of 0.76. The range of DP-scores for the reference structures is 0.79-0.90, except for AR3426A (0.64). True positives (TP) are accurate (as defined in Table 1 ) structures that are correctly predicted to be accurate on the basis of their DP-score higher than the threshold False positives (FP) are inaccurate structures that are erroneously predicted to be accurate on the basis of their DP-score higher than the threshold False negatives (FN) are accurate structures that are erroneously predicted to be inaccurate on the basis of their DP-score lower than the threshold True negatives (TN) are inaccurate structures that are correctly predicted to be inaccurate on the basis of their DP-score lower than the threshold
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Success
Determination of reference structures
The reference structures were manually solved by the NESG co-authors (see the corresponding PDB entries for details).
The cloning, expression, and purification of 13 AutoAssign [11] , PINE [12] , or FAWN [13] , followed by manual side chain assignment. The assignments of AtT13 were obtained by an ABACUS approach [14] . In general, iterative structure calculations were done using constraints derived from automated NOESY assignments determined with CYANA [15;16] , manual curation of NOESY spectral peak lists, and structure generation using either CYANA or Xplor-NIH [17] . These NOE-based distance constraints were supplemented with other constraints, such as manually-assigned NOESY-based distance constraints and/or hydrogen bond constraints derived from N-H exchange data, backbone dihedral angle constraints computed by TALOS or TALOS+ [18;19] for residues in well-defined secondary structure elements, and in some cases residual dipolar coupling data, as described below. The near final structures were carefully inspected, and in some cases manually-defined dihedral angle constraints were used in the final stages of structure refinement to constrain side chains to low energy rotamer states. In all cases, the final ensemble of structures was refined by restrained molecular dynamics in explicit water using CNS [20;21] or using an Xplor+ refinement protocol [22] .
Structure calculations on VpR247 [2] , HR5537A [4] , NeR103A [8] , CgR26A [9] , and CtR69A [10] were performed using CYANA 2.1 (CgR26A and CtR69A) or CYANA 3.0 (VpR247, HR5537A, and
NeR103A), and the 20 conformers out of 100 with the lowest target functions were refined in explicit water using CNS 1.2 supplied with NOE-derived distance constraints and backbone dihedral angle constraints; hydrogen bond constraints were also applied in the case of VpR247.
For AR3436A [3] , structures were computed using AutoStructure 2.2.1 interfaced with CYANA 2.1 and the 20 conformers out of 140 with the lowest target functions were refined in explicit water using CNS 1.2 and NOE-derived distance constraints, backbone dihedral angle constraints, and hydrogen bond constraints. Structure calculations on AtT13 [6] and the reduced and oxidized forms of ET109A were performed using FMCGUI interfaced with CYANA 2.1, and the best 20 out of 100 structures from the final cycle were refined in explicit water using CNS 1.2 supplied with NOE-derived distance constraints and backbone dihedral angle constraints; residual dipolar couplings ( 1 D NH , 1 D C C´, and 1 D NC´) were applied in the final refinement stage of the ET109A structure determinations [5] . In the case of Pgr122A [7] , structures were calculated using Xplor-NIH (version 2.25) with a simulated annealing protocol, followed by refinement of the 20 structures out of 150 with the lowest energies using Xplor+ augmented with NOE-based distance constraints, backbone dihedral angle constraints, and hydrogen bond constraints. For each final structural ensemble, structural statistics and global structure quality factors were computed using the PSVS software package [23] , and the global goodness-of-fit of the coordinates with the NOESY peak list data was assessed using the RPF analysis program [24] .
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